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Sir: 

I, NMr STERN, do declare, itot: 

1 . I am a citizen of Umtl ami reside at 3 Maor Yossef Street, RdKyvoL krael. 

2. I hold a Ph.D, in Orgartc Chemistry, The Weknmnn Institute of Science, 
Rehovot, hm^l M..Sc. in Chemistiy, Feinbeig Oradu-ata School, The Wei^^inaiin. .It^stituie of 
Science, Rehovot, Israel. B,Sc. m Chemistry, BarTlao University, Ramat-Gsm, IspmL 

3. I am ooe of the iiaoied inyento!^ tiuhe above^demi^^ I mn 
presently a Senior Scientist in TramPh^urroa Medicdi Ltd., iJie i^ssignee of the present irivent;i0n. 
Prior to this I. was a Chief Chemist at Fischer Phanriaceutical Labonttories, Ltd., Bnci Brak, 
Israel, f have published sevenil scientific articles in highly regarded journals. 

4. I have reviewed and undcrsrand the above identified applicauoiL the pending 
claims thereof, the pending Office Acrian. and U.S. Parent No. 5.958.447 to Haraiambopouios ei 
aL (;'Haraiaoibo[><)ulo:>"). I am making the following staicnicnis -ds otic af ordinary skill in the 
ait in suppoit of ihe palentaWlity of the pending ckims, 

5. The above-idcndtkd applicatiori h directed lo a priiued patch for traositermal 
adTnini>.inaion of an active ageai which comprises a non-adhesive liaer and a dried 

-I- 



pharmaceutical composition tfiai: comi)Jise^ the active ageni pmsem. oo rha fton^adhesive liner. 
The applic^uiori: abo covers a iiielhod for irafi^^deniml mimim^mm of a dried phajiriaceutical 
compositt:On comprising tin active agent by generating micto-ehmimiB in the skin of a subject 
and aflixLiig the primed pmcM, a method a( preparing ihe priiued paich, a ^y$mn thai 
includes tM printed patch, 

6. Hafala.mbopDijilo$ disciose$ lidhe^i'Vi;? mmiix type tn^a^terroa! patches whi*:a*in 
the adhesive matrix, layer is with an acti-ve .sabs^iancc. The tmmdmn^l pmchcs of 
Hai^JaiBbopoiilos tidltee ordfemy, pmf^timud, prnm^m-mmMvi^ adtesive ^^s^ with skin 
compii:bb adhesive tiialrix as a siractsral pM. of flia pn^k Aii active s^teiaiice in |^>wder i.s 
spriitided., deposit^ or spmrni on an expoml adhesive smfece of the adhesive inalrix., a reteas-e 
\imr is brought m ovedapji^ coiitact with the aedve substance, md the m%mibly m mk^ecmd to 
km hmi md pmmm. As a tmuk^ ihe aetive ^ubsrance bec0mes iBc^^rporited or tmb^Mmi m. a 
depth p%i below &m ^lirfec^ of the aciiesive niaMx ibai the adhesive mmix. rtgmm m 
adtesive pKiperties. Thus, active siibstoice is iftcoiporatad or eiBbedded in the adlicsive 
matrix of the patch.. Hie patch of .HarahifBbo|><>iil<>s w therefore a cimg-4n-adhesive patch, 

7... The claimed pfmttit pmch h. nm. m adhe^^ive mmm type ritm^iermal pMch. 
The pha.rmacetii.icaJ coiiiposiiriofi in mluum thm-cmumm the active agent k placed/prinred on ii 
TK:m~adhesiv€ or non-adherent liner and ihmi subjected to drying. The oon-adhesive liner aeithef 
has nor regains any adh.esive properties after the pharmaceutical conipoi^irion h placed/printed 
Of! the niorr-adbesive liner ai:id d.ri^. The dmm^ pnnied palch is noi a drug-in -adhesive paich 
smce the adhesive pri[>pe:rries of the pa.ich lu^ m>i m:iim.vt4 by the drug-€0niai.rtiiig layer, but 
rather by an ^itjc»ital adh^iw !ayt*r which mm[Ay holds the pakrh in coM^t witihi the skiri, 

B; The claimed pnmM patch is mmbh for active ageiiis thm are unfit for 
adhesive matrix type ixaiisdemial parches. particyMy for high, inoleciii^ir weight mo^lecutes $uch 
m polypeptides., prmems. polyniicleotfdes which rcmaiii stable m the pri.rii^ dri.ed patch. 
Tran^dertMl delivery of high molecular weight molecu!e?i is hartipered if tMm {iioleciile:^ £ire 
incorporated into adhesive or any crDss.4iaked {mlrix. hicarporating high rnolecular wt^ighi 
moi-ecules inlo m. iidhesive or my cn>s:^4inked nialnx re^^olts in locoiiiplele and >k)w release of 
the moleeutej^ which depend upon rheir molecular weight and the pore size inside the iBatrix. 
Thk was demonstrated in our stiKlies usintg gmwth hormone (GH ) loaded iato cmss Hnked 
matrix. When Vigilon. i.e., a hydrogel sheet of ciXjss linked imirix iMicon^am of cross Ibiked 



polyethylene axida and 96% water, was batted with a concentmtaci GH <;Dludon, the mlea^e of 
OH. from Vigibn was ^iKvays iiicoinpieie. 

9. The deliver)^ of molecules from dru.g4n-adhesive parchas h k.riowri co be- low 
even (or low moleeuiar weight inoleciyes. Nitrogiycerme or Bstradio], borh. low mofacijlar 
weight drugs, ar'C tmt fidly recoviered mid their release m slow when locorporaied. into ^hcsive 
matrix of coriintercially £ivaMable drtig-in-adhesive palches. In contrast, die delivery of an active 
agent from the cliiimed prinlied patch, wherein the patch contains the ^ictive agent in a dry tbrm. 
Is- rapid ari^d nearly conjipleie. Figure ! (showtt in App€;ndtx I enclosed herewith) shows the 
delivery of Methylet^ Blue dye from the claimed printed patch into iM ^km. A% shown in 
Figure 1, the dried printed dye on the patch (lop) was nearly fully <lelivered from the p^tch 
( middle) to the skin (tottom) within two hours of patch application. 

1.0, The efainied prittted patch is useful in drug administration where a desu:e:d 
dose of a drug is delivered in. a short period of tijme with a high pmk of the dmg concentration in 
plasma. This aim cannot foe achieved if an active ^ent, particularly a high molecular weight 
miol^ole snch a$ a polypeptide or pixjiein, is incorporated into an adhesive layer. 

1 L. 1 hereby declare that all statements made herein of my own knowledge are true 
and that all statements^ made on information and belief are believed to be taie; and forther thai 
these statements were made with the knowledge thai willfui false statements and the !i.ke 
made are punishable by fine or imprisonniient, or toth, under Section 10t)l of Title 1 8 of the 
United States Code, and that such willful false ?^tatemen£^ may jeopardize the validiiy of the 
application, and any patent issuing thei^on. 



Dated: 26t^b07 




Mmr STERN 



Appendix 1 



Figure 1. 
Top: 

A photograph of a printed patch containing Methylene Blue, A Methylene Blue solution 
containing 100 mg/ml Sucrose, 33 mg/ml Glycine and 30 noM phosphate buffer pH 6 was 
printed on a non-adhesive liner and the solution was dried. A commercial adhesive backing liner 
was attached to the non-adhesive printed liner to form an adhesive rim which is aimed at holding 
the patch in contact with the skin where micro-channels were generated. The blue doted core is 
the printed dye area on the non-adherent Hner. 

Middle: 

A photograph of the patch after two hours of application on the skin. The printed patch (top) was 
applied on the skin where micro-channels were generated. Two hours later the patch was 
removed and only residual blue color was observed on the edge of the printed drug area. 

Bottom: 

A photograph of the skin after two hours of patch application. The printed patch (top) was 
applied on the skin where micro-channels were generated. Two hours later most of the 
Methylene Blue dye was observed on the skin. 



